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(57) Abstract 

A medicinal composition comprising a sparingly water-soluble medicine, a surfactant and a solid base and being excellent in 
dissolution characteristics and peroral absorbability. 
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J&ft 1 01^0. 01~1000mg, $f * L < fi 0 . 05~5 0 0mg, $ b\Z. 
£?£L<te0. 1 -1 0 OmgmMft-fflV^ti, — Jt£{- 1 IeITO^ 0 . 
lmg, 0. 5 m g , lmg, 5 m g , lOmg, 50mg, 1 OOmg, 25 
Omg, 5 0 0mg^4^5 a 

IM^ia^^^^^ttsiiTk^tt^oia^JrLtt, iii:*tLT, 0. 01-2 
0%, £?£L<teo. i — i o %kirz> r. bixSc 
H7k^ttM^s #®®tt^J^^@^S^iJ^$f* Li\£Stbf± N 1:0. 1~1 

00 : 1 - 3 0 0 N «fc t> L<|11 : 1^5 0 : 5 — 150 "Cfc t> , 
U<ttl:4 — 40:10 — 10 0T'fc5 o 

*.t£±*\zttL i~6o%, x <o 0 £ l < 2 - 3 o r <b ^i§i$n5, 

H»<J i (IflsJc^A) 

W5-1 4 0 1 0 2^WJ6 (2) ifs]tl{-LTi^it$^5N-^<> 
vVV— N- [3- (4 — ^ p n y^=./U) -5-^fMy/77V-2-'fA' 
^A'] — N ' - (2, 4, 6-MJ7/PtP7i=^) (WT-fL^^Mi 
■ME) ®*^ffi^TTteia^c^^l^ML/Co 

^y^j/y /l^@£^n fUi/^U =2— /I/ 
(Sefsol-218) 
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1 0 m g 
6 0 m g 
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^ 3 mmmm^ (dk-ss) 



1 0 0 m g 



t Koifi/7'nt , /u^f;i/t^n-7 (TC-5RW) 3 3 0 m g 



5 0 0 m g 



(L-H P C- 2 1 ) 



1 0 0 0 m g 



7 — (25ml) ftl^lMJjjC* (lOOmg) , ^ / # ^ <J /Ug^ 

ntVy/D3-/u (o. 6g) teXTf-yaMmffim^^T/i' (lg) £#P;t, 
-ftb&Tt^^j^i" 5o -€r^^ t KD^y^nt>^f^t^n-7 (3. 

3 g ) srjnx, ftft\z.mmzitti&* m-s-L* ii:iiMt ko^^p^ 

ir/na— * (5g) m&&ft? a mSr^r-Vl^^ NU— {C^L, — g 

So 

H»J 2 
(l) 

FK5 0 6 1 m g 

m V f- \s VfiEft: t v-jft 4 m g 

zK !i tf— ;Vt s D y KV 9 5 m g 



lOOmg 



(2) 



FK 5 0 6 



1 m g 
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7K y ^-^--y^^-^^m itt -^v-tt 



4 m g 
9 5 m g 



1 0 0 m g 



(3) 



FK 5 0 6 

(T w e e n 8 0 ) 



1 m g 

f ^ V 1 0 m g 

8 9 m g 



1+ 



1 0 0 m g 



(4) 



FK506 lmg 

^ J ^m^V t^v-xf i/yy/vt"^ y lOmg 

t Knary7ntVU^f;!/t/l^n-7 8 9mg 



1+ 



1 0 0 m g 



(5) 



F K 5 0 6 



lmg 
4 m g 
1 0 m g 
8 5 m g 



22 



WO 98/24418 



PCT/JP97/04452 



10 0m 



nmm 3 
(1) 



(2) 



(3) 



FK506 lmg 

ztf y ^j-^->^i^ v islRik t -v v-ft& 4mg 
zK y t^/bt'n y K > 5 0 m g 

4 5 m g 

ft 1 0 0 m g 



FK506 lmg 

#V t^r->xf uyflfttvv/lft 4m g 

t Kn^->7'nfc>^f;Vt/>n-7 50mg 

f L$f 4 5 m g 

ft 1 0 0 m g 



F K 5 0 6 

jjf y t'=;ut°n y Ky 




It 1 0 0 m g 
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(4) 



(5) 



(6) 



FK506 1 m g 

^EV^W ym^V ^->xf uyy^t^V 1 Omg 

t Ko= J f->7nfcVt/^f/l't/L'D-^ 50mg 

?L*S 3 9 m g 

ft 1 0 0 m g 



F K 5 0 6 1 m g 

#V yf3r-i/^^u^mikt-^iy1& 4m g 

^/fizfV fr&tfxi t'Ul/JfV lOmg 

# y f^/Ufa y K> 5 0 m g 

?l*f 3 5 m g 

ft 1 0 0 m g 



FK506 lmg 

#V ^v-^^U-^Sffct Ti/jft 6mg 

^y^^yytyntv^/un-;!/ iomg 

ztf y h'-zL-fn y K> 5 0 m g 

fUK 3 3 m g 

ft 1 0 0 m g 
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(•7) 



(8) 



(9) 



FK5 06 lmg 

7 'J' !J y||[7"n fl/y/D 3-/1/ 10mg 

Jtf U f = /I/ t°n U F> 5 0 m g 

f Lffi 3 5 m g 

If 1 0 0 m g 



F K 5 0 6 lmg 

#V Jr^-^^U^mittTism 4mg 

v ; *7°!j;l#7'ol;Vy/y n-;l/ lOmg 

# V f =yutf n U K> 5 0 m g 

f LSI 3 5 m g 

It 1 0 0 m g 



FK506 lmg 

tfVttis^'f'U^lgiikK-ri/ib 4mg 

^ / * 7 1 U d f 1/ y / U n - ;i/ 5mg 

V27^y /Ht^n tTU^^y n — 7V 5mg 

# y f = /Ut'n y 5 0 m g 

fit! 3 5 m g 
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|+ 1 0 0 m g 

(1 0) 

FK506 1 m g 

jtfJJ ^v^^-l/^fiffct vi/ft 8mg 

^y^ry rv^-r of uy/y i o m g 

t Kn dp- 7*13 tVU^ f;Vt;l/n- ^ 5 0mg 

fl*f 3 1 m g 

It 1 0 0 m g 

(1 1) 

FK506 lmg 

^-df-^^i^u^il'fbt-rv'Jfl 4mg 

■^6 y 7J "T 3 U yl|7"n fc° l^y ^* y ^ — /]/ lOmg 

t Fn^y7'nt 1 /V^f/l't/l'n-7 50mg 

?Llf 3 5 m g 

It lOOmg 

(1 2) 

FK506 lmg 

jtfU ^-dr->zn^U>'e!{t:t^v'?ft 4mg 

^ 7 U yg^n fi/y^p 3-/V lOmg 

t 50mg 

f LSI 3 5 m g 
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ft 1 0 0 m g 

(1 3) 

FK506 1 m g 

#V jr^ris^J-U^mikt-^islte 4mg 

is jo rf V tvffezfu fcf U 1/ V V =* —As 1 0 m g 

t Kn^v'7'nt>^f;l't;l/n-7 5 0 m g 

3 5 m g 



(1 5) 



It 


1 0 0 m g 


) 

F K 5 0 6 


1 m g 




4 m g 




5 m g 




5 m g 


t K n ^ i/7 3 n tVl/ ^ f ^ n - ^ 


5 0 m g 




3 5 m g 


pT 


1 0 0 m g 


) 

F K 5 0 6 


1 m g 




1 0 m g 




5 0 m g 




3 9 m g 
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f + 1 0 0 m g 

(1 6) 

FK506 lmg 

ftl^I^">fy 10mg 

t Kd ^fi'T'n t'/V^ f ;Hr/I/n-7; 5 0mg 

%m 3 9 m g 

f t 1 0 0 m g 

(1 7) 

FK5 0 6 lmg 

#V ^^^^UVSI-fbfc-^v-ffi 4mg 

#7°!; /Uf£:Tn t'l/y^U n — /v lOmg 

jtf y t"^;Vt°n y K> 5 0 m g 

fLUf 2 0 m g 

^n7*;MD-7tMJ^ 15mg 

If 1 0 0 m g 

(18) 

FK5 06 lmg 

/t? y rf^v^^ U^mit t -v 4mg 

*r 9 /^^n tVy^y lOmg 

t KnJf->7'D f/i-^^A'irA-u — ^ 50mg 

%W 2 0 m g 

^n^*;^a-7tF!J^ 15mg 
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|+ 1 0 0 m g 

(1 9) 

FK 5 06 0.2mg 

; e/*7 , y/vi7 > ntVy/y 2-/1- 5mg 

is 3 *TJ>1> 2 m g 

t Knifv-TntVL'^f/l't/l/D-T. 6 0mg 

CSKJfeSt Kodf-v^T'n tr/W-fe/Wo— ^ 3 2. 8mg 

It 1 0 0 m g 

(2 0) 

FK506 2mg 

sKU X-^ris^T-lsfflKkK^i/fo 4mg 

* / 'J ;i/S7'n f uyiT y 3-/1/ lOmg 

tK V \?—;v¥n y K> 2 0 m g 

^MM^^m. 1 0 m g 

? n ^ f K V 5 m g 

tH5:Lt^ lift 

1+ 1 2 0 m g 

(2 1) _. 

F K 5 0 6 1 m g 

# !i t^ri/xf L->5J!fbt 4mg 

^ / tizfV ;U%fcy°u M° W 1 0 m g 
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# V f^A-fn y KV 3 0 m g 
7 n J* fcT K > 5 m g 
^7^T U 0. 2 4 m g 

ft 1 2 0 m g 

(2 2) 

F* K 5 0 6 3 m g 

^7-7° y /W-g^n t'U^^y ;V l Omg 

# y f'-^t'n y K>- 3 0 m g 
7 n ^ ^? f K > 5 m g 

a — — ?v 0. 3 m g 

1+ 1 2 0 m g 



mmm4 mmmc) 

mmt%m%, 0II2S 0°K/W£) t^^of:, §£®^tt % *9 0 0ral 
t K/KTXUte&fi, 5 0 r p mi Lfc 0 Hfife^J 1 }ClTi^3fi Lfcfiftlcfe^, 

n$kmzMJNm, 5, 15, 3 0, 6 0, 9 0t5it/l 2 0^i^tt0. 3m 
1 &&Btl:.5o 1 0 0 0 0 r p mt 3 ^HU^L^gf U Z<D_tm 0 . 1 m 

IfrtV. 0. 4ral©^?;-A'OAofc7'7^f"^fl:Mv SM, 0. 

^{^^r^iS^iJ 1 CQmj&% A il^LT, If 3 @ ( n = 3 ) ft o fc„ 
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m, wmm6 2-27732 m-onmwi tmm^LxmmLtzit^mMm 

* (lOmg) , t Kn^f^ntVP^f/Wt^n-^ (4 0mg) N f£M^Jt 
tKn^^nf/Ut/Va-^ (5 0mg) frb&Z mt$ftWcfcZ1tiMffl.f&Vo t 

mmms mnmmmm) 

(1) vmjjm 

K 5 0 6 COlQ-^-m. t Ltlt lmg/^t/^) CD 2 4 H^fflmJ CL^^BK^ t tz 

^BJS. Mli/U V 1 m 1 ©lia^Mt, 

ML fz 0 ^Bflspl - 9 2 6 5 9tT»FK5 0 6 

WfftW^VIf^A-i'iK/'Ts't^ (E I Aft) J: Ufci/iofc, SfSlEL^rlS 

(Cm ax) « N ^-SiJ^^T^^lil^^^COft^fCi U ik* 3g&»£*f 
BlIltiTffii (AUC) J2 S T§?ff2fe£ffl^T§+3?Lfc 0 

ft) fc*WLfc 0 l KjjH- 0 

(2) ^i,fifi)cft 

• H»J 3_ ( 1 9 ) ttil LfcMfiJc^ 

ilSaiwo 9 l / l 9 4 9 5 <DHJfc0»J l XV 2 irPHHK: LTiH (Tffi 

(a) ~ (d) J&»kfc3@#:#ffeflE{;: (e) s (f) &m?LTJJ7 s ±/l<ik) 
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fcTm&Jjfa hftZ mtfoWl ( 1 m g # T'-fe/VO o 

(a) FK5 0 6 1 m g 

(b) t Ko^fv'7'nt>^f^t/l'n-7 1 m g 

(c) ?L$t ' 2 mg 

(d) ^ n— h y r>i* i mg 
( e ) f L*f 5 9. 3 5 m g 
(f) ^fTyyK-r^«>^ 0. 6 5mg 



*1 





Cmax 




AUC 0 . 8hr 


(ng-hr/ml) 






CV (%) 


TO 


CV l 


:%) 


^SfFiJ 3 (19) 


5.1 


30 


14.9 


20 






< 3. 0 


> 50 


< 5. 0 


> 50 





«i§p^coEMM^f*, mm^mn, m^^mitm, ts^wtt 
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'M, fK, ffFBU, #|S, fcJK, IML ift[*K ft 

i tf^^w g ttmmm ; 
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htf-t4&j*jfc, mmvk&m$., iii^m, n&astt^/t^, ^ 

&ttmm&<Dmm£ (m*.t£. nmmm, m&mm&, -<-^^-y vmrnm^ 

msm, m^mm, ^-rmm. mm, ri^-y^mmm, 7*-^ y->\m 
-^.mmmm, m$.i$mm {yut<o , -7997^, izm^mw^, mm 
mm, fH&mmm&) ■, 

skfemmm, mm, mm^±mm, n^ 3 fyxy B 4 -# 

mm, ^mmmm, mm^mm, isi, ta^w^-^ ^°-^^y> 

ffi#«ttfi!l3iffl!fla£ (ALS) *s«ttWfi«»*) ; 
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&mmm (w*.\*. m^mm, ^tmmmm^xxi 

fssmm^m mmtmnm ■, mmm im*.\*. mm, mm, m<n) 

>bm&mm) <om^±irz> om, ra> wm, mitwrn^) mm^st^skm 
mm) •. 
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*%mm . summit, mm-®, M\um\^^^mm ] ; 

(09*. tf, lgCIBttttlB&JkHU SE*aE#*«ttS^, 
JtMBttEHS, Btt*«i£, »#tt^«if , 

fc h&jK^^/U* (HIV) flRifejm, fJ^f±fe!S^£*E#lf¥ (AIDS) ; 

$ bid, h y v/^nfM ( I ) ©SUtt, JFF«ff^ffi*J J:U«/*/S:ttJ3f 

$ bld*7t h y v-^ (I) <z>«3SPJ»±, {fc^*Jfef^fflw*s»f^ffl, iff 
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SiMf 411 1 — 1 2fT@(c|S4fe^>^ h • ^/^^m^ 

^No. 9 9 9 3 (^CXW^HfH 9 2 7^) «V ISIMHW^I 
^XStgtflfWS^ (IB^^ : iiSilfIlSi««IiSiIM) (fc 
T£ : B*S^^o< ifrfjIlTi l#3-5y, ^ItB : 1 9 8 4^1 0 5 0) 
\zmt££fiXteK> , ^ 7c PHI 2-1 4tfg|2«cD^ • /N^^n 

^3 • • t^'^^No. 7 2 3 8 (ffl.TM$z^Wi 

9 2 8^) t^|BO®^^^X||^^^X^X|ISWW9E^f (*KH : 1 
9 8 5^1^120) iz:*Ff£&n-cv^„ 
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(5^ s r'&jit/r 2 , r 3 ^ir/R 4 , r 5 joit^R 6 owmirzzti 

R 7 «7k^^, t Kn^f^S, f£ff£Hfct Kndp^g, ^L<iiT/U 




Y 

.RlO 
■R23 



(I) 
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tfc(KN-NR u R 12 tL<liN-OR l3 t^^^5S^ > 

R" ?3J;^R 12 ft^fiSlLTTK^m^^ T/V^r/US, ry-^iifcuhv/ 

R 13 \ R'\ R' 5 , R l \ R'\ R"\ R"\ R 22 *3 J^R 23 LTTkUm 

R^&J^R 21 Ji, iiLT^yS, tfcii^^iuLT (R 20 a, tK* 
Jjf( T-) *3J;t^ (R 21 a, tK*J^T") t*oTU<, R 20 a fcJ;t/R 2l a \Z 
$>£LT tKnJfVS, TA^/U^^S, ^L<«, itOCH,OCH 
2 CH,OCH :1 tf^$tl'5l, 

R 21 a te&fl^tLfct Kndrv/££^U $ b{-R 20 a ftj;l/R 2l a 

^v-g, /<y^/l/SioJ:t;a-CH 2 Se (C 6 H 5 ) T*t>$tL5»^»5j 
5. hy^nft^ (I) /iN R :! *5ctt)«R 4 , R s *3«ttJ e R 6 GO 3 
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r 8 t R^m&iLLxfcmmj-, 

R 9 Kit Fo^i/S, 

R l \ R 15 > R 16 , R'\ R 18 , R' 9 ^R 22 i«^H^f/H, 
R 20 t R 21 IJifiLT (R 20 a, frmm^F) (R 2l a, tK*^^) (tz 

/•£LR 20 a^R 21 aWMtlt Ko^yltfcttT/^^r^ 
iiR 2l al± »»$nfct Kn=*fS) % LT 
nil 1 2 

6. h^>^nf^ (1) ^1 7-T'J^-l, l Kn^V-l 
2 - [ 2 - (4 — t Kndfi/— 3 — ^ h^i/isf n^df vviO - l — ^ 
f/Hfi/H -2 3, 2 3, 19, 2 1, 27-r 
h7^f/V-l 1, 2 8- Wt-4-Tf MJi/^n [22.3.1. 

O 4 ' 9 ] t^^^x-i 8-xy-2, 3, 10, 16-f h7tyt?S> 

7 . Il7K^tt^^i*3 «fc t/#® ®t££iJ L 7c . @ B&M X. 
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